t r a c t
Recent clinical studies have suggested a role for immune/inflammatory responses in the pathophysiology of psychosis. However, a mechanistic understanding of this process and its application for drug discovery is underdeveloped. Here we assessed our recently developed cuprizone short-term exposure (CSE) mouse model across behavioral domains targeting neurocognitive and neuroaffective systems. We propose that the CSE model may be useful for understanding the mechanism associating inflammation and psychosis, with applications for drug discovery in that context. © 2016 Elsevier Ireland Ltd and Japan Neuroscience Society. All rights reserved.
Recent studies have suggested a role for immune/inflammatory responses in the pathophysiology of psychosis, including schizophrenia (Hayes et al., 2014; Miller et al., 2011) . A popular model for studying schizophrenia is maternal immune activation (MIA) which uses immunological insults such as the viral mimic polyriboinosinic-polyribocytidilic acid [poly(I:C)] or the bacterial endotoxin lipopolysaccharide (LPS), to induce postnatal alterations in the immune/inflammatory response, neurocircuitry, and behavior of the adult offspring (Borrell et al., 2002; Reul et al., 1994; Zuckerman et al., 2003) . We sought to develop a higher throughput model in which inflammatory processes underlie neurochemical and behavioral changes relevant to psychosis.
We recently reported that systemic exposure to cuprizone for 1 week could elevate expression of interleukin-6 (IL-6) and gliosis Abbreviations: CON, control; CSE, cuprizone short-term exposure; DSM, Diagnostic and Statistical Manual of Mental Disorders; ED, exposure day; FST, forced swim test; GFAP, glial fibrillary acidic protein; Iba1, ionized calcium-binding adaptor molecule 1; IL-6, interleukin-6; LPS, lipopolysaccharide; MIA, maternal immune activation; poly(I:C), polyriboinosinic-polyribocytidilic acid; RDoC, Research Domain Criteria; TST, tail suspension test.
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E-mail address: asawa1@jhmi.edu (A. Sawa). 1 These authors contributed equally to this work. markers [glial fibrillary acidic protein (GFAP) and ionized calciumbinding adaptor molecule 1 (Iba1)] in the hippocampus, frontal cortex, and striatum, leading to behavioral abnormalities, including hypersensitivity to psychostimulants and deficits in some memory tasks (Tezuka et al., 2013) . In contrast to prolonged cuprizone exposure (4-8 weeks), which elicits robust demyelination (Matsushima and Morell, 2001; Xu et al., 2011) , 1-week exposure to the chemical does not cause overt white matter pathology (Tezuka et al., 2013) . Based on the findings we proposed that cuprizone short-term exposure (CSE) may be a promising method to study inflammationassociated psychosis. Since a systematic assessment of behaviors in the CSE model was not included in the original study, here we present a more comprehensive assessment, integrating new data with those recently reported (Tezuka et al., 2013) , to assess multiple behavioral domains associated with psychiatric disorders. The results have been organized into eight broad dimensions of neurobehavioral function: motor system, memory, executive function, social cognition, anxiety, depression, psychosis, and information processing.
Eight-week-old C57BL/6J male mice were randomly assigned to two groups. For 1-week, mice were fed either a diet containing 0.2% cuprizone (Sigma-Aldrich), or a control diet consisting of standard chow obtained from Harlan Teklad. Unless otherwise stated, experiments were performed on separate cohorts on the 7 th day of diet http://dx.doi.org/10.1016/j.neures.2016.01.006 0168-0102/© 2016 Elsevier Ireland Ltd and Japan Neuroscience Society. All rights reserved.
